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L5 ANSWER 1 OF 9 MEDLINE on STN 

TI Inhibitory effect of somatostatin on cholecystokinin 
release is independent of luminal 

cholecystokinin-releasing factor content in conscious rats. 

AB INTRODUCTION: Exclusion of bile-pancreatic juice from the intestine 
increases pancreatic secretion via cholecystokinin (CCK) release in 
conscious rats. Luminal CCK-releasing factor (LCRF) , purified from rat 
intestinal secretions, is an intraluminal regulator of CCK secretion 
during bile-pancreatic juice diversion. AIMS: Because somatostatin is a 
potent inhibitor of CCK release and pancreatic secretion, the inhibitory 
effect of somatostatin on LCRF was examined. METHODOLOGY: Rats were 
prepared with bile and pancreatic cannulae and two duodenal cannulae and 
with an external jugular vein cannula. The experiments were conducted 
without anesthesia. After 1.5-hour basal collection of pancreatic juice 
with bile-pancreatic juice return, bile-pancreatic juice was diverted for 
2 hours, during which time somatostatin (2, 10 nmol/kg/h) was infused 
intravenously. The rats were killed before and 1 and 2 hours after 
bile-pancreatic juice diversion. To examine the effect of luminal 
somatostatin, 50 or 200 nmol/kg/h of somatostatin was infused into the 
duodenum. The plasma CCK and luminal content of LCRF were measured by 
specific radioimmunoassays. RESULTS: Bile-pancreatic juice diversion 
significantly increased pancreatic secretion, plasma CCK, and LCRF levels. 
Intravenous infusion of somatostatin inhibited CCK release and pancreatic 
secretion, but not LCRF content. Luminal administration of somatostatin 
did not show any effect. CONCLUSION: Inhibitory effect of circulating 
somatostatin on CCK release and pancreatic secretion is independent of 
LCRF content. 
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TI Inhibitory effect of somatostatin on cholecystokinin 

release is independent of luminal 

cholecystokinin-releasing factor content in conscious rats. 
AB Introduction: Exclusion of bile-pancreatic juice from the intestine 
increases pancreatic secretion via cholecystokinin (CCK) release in 
conscious rats. Luminal CCK-releasing factor (LCRF) , purified from rat 
intestinal secretions, is an intraluminal regulator of CCK secretion 
during bile-pancreatic juice diversion. Aims: Because somatostatin is a 
potent inhibitor of CCK release and pancreatic secretion, the inhibitory 
effect of somatostatin on LCRF was examined. Methodology: Rats were 
prepared with bile and pancreatic cannulae and two duodenal cannulae and 
with an external jugular vein cannula. The experiments were conducted 
without anesthesia. After 1.5-hour basal collection of pancreatic juice 
with bile-pancreatic juice return, bile-pancreatic juice was diverted for 
2 hours, during which time somatostatin (2, 10 nmol/kg/h) was infused 
intravenously. The rats were killed before and 1 and 2 hours after 
bile-pancreatic juice diversion. To examine the effect of luminal 
somatostatin, 50 or 200 nmol/kg/h of somatostatin was infused into the 
duodenum. The plasma CCK and luminal content of LCRF were measured by 
specific radioimmunoassays. Results: Bile-pancreatic juice diversion 
significantly increased pancreatic secretion, plasma CCK, and LCRF levels. 
Intravenous infusion of somatostatin inhibited CCK release and pancreatic 
secretion, but not LCRF content. Luminal administration of somatostatin 
did not show any effect. Conclusion: Inhibitory effect of circulating 
somatostatin on CCK release and pancreatic secretion is independent of 
LCRF content. 
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TI Compositions useful in treatment of obesity include luminal 
cholecystokinin releasing factor coupled to an amphiphilic 
polymer, which exhibits improved pharmacokinetic properties. 

AN 2001-496568 [54] WPIDS 

AB WO 200141812 A UPAB: 20040210 

NOVELTY - Compositions which include luminal 

cholecystokinin releasing factor (LCRF) coupled to amphiphilic 
polymers are new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) LCRF composition comprising LCRF coupled with one or more 
molecules of a non-naturally occurring polymer. The polymer comprises a 
lipophilic group and a hydrophilic polymer group, therefore imparting both 
lipophilic and hydrophilic characteristics to the composition so that the 
composition is soluble in pharmaceutical solvents and is able to interact 
with biological membranes; 

(2) peptide composition comprising LCRF coupled with one or more 
molecules of a non-naturally occurring polymer which comprises a LM and a 
hydrophilic moiety. The composition is soluble in aqueous solvents and the 
LCRF is active in treatment or prevention of obesity; 

(3) LCRF composition comprising LCRF covalently coupled with one or 
more molecules of a polymer which comprises a linear polyalkylene glycol 
group and a lipophilic group. The peptide and components are 
conformational ly arranged such that the LCRF has an enhanced in vivo 
resistance to enzymatic degradation, relative to LCRF alone; 

(4) multiligand conjugated LCRF complex comprising a triglyceride 
backbone group. The LCRF is covalently coupled with the triglyceride 
backbone group through a polyalkylene glycol spacer group which is bonded 
at a carbon atom of the triglyceride backbone. At least one fatty acid is 
covalently attached to a carbon atom of the triglyceride backbone group or 
is covalently joined through a polyalkylene glycol spacer group; 

(5) stable, aqueous -soluble, conjugated LCRF complex which comprises 
a LCRF conjugatively coupled to a glycol ipid group modified with 
polyethylene glycol; 

(6) polysorbate complex comprising a polysorbate group which includes 
a triglyceride backbone which has a fatty acid group covalently coupled to 
one of the alpha , alpha 1 or beta carbon atoms and a polyethylene glycol 
group covalently coupled to one of the alpha , alpha 1 or beta carbon 
atoms. A physiologically active moiety can be covalently bonded to the 
polyethylene glycol group; 

(7) compounds of formula (I) : 
X = N, 0 or S; 

Y = LCRF or a protein; 
n = 3 - 23 0; and 
m = 0 - 20. 

ACTIVITY - Anorectic. No biodata is provided. 

MECHANISM OF ACTION - Luminal cholecystokinin 
releasing factor receptor agonist. 

USE - The materials are useful for delivery of LCRF to receptors in 
the gut. LCRF is capable of stimulating release of cholecystokinin, a 
polypeptide hormone that induces satiety and reduces food intake. The 
materials may thus be used in treatment or prevention of obesity. Other 
peptides may be used in place of LCRF in the materials, so that they could 
be used for delivery of peptides useful in treatment of other disorders. 



ADVANTAGE - The materials are stable and soluble in aqueous 
solutions. They may exhibit prolonged blood circulation and can be 
conformationally arranged so that the LCRF has enhanced in vivo resistance 
to enzymatic degradation. The conjugates can also deliver LCRF to 
receptors in the gut without absorption into the bloodstream. 
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TI New isolated luminal cholecystokinin-releasing 

polypeptide - used to suppress appetite, to stimulate gall bladder 
emptying, for inhibiting gastric emptying or for stimulating insulin 
secretion. . 

AN 1997-259024 [23] WPIDS 

AB WO 9715671 A UPAB : 19981021 

An isolated cholecystokinin-releasing polypeptide (CRP) is claimed which 
specifically binds with antibodies raised against a polypeptide having at 
least the amino acid sequence ( I ) : STFWAYQPDGDNDPTDYQKYEHTSSPSQLLAPGDYPCVI E 
V (I) . Also claimed are: (1) an isolated polypeptide comprising the 

amino acid sequence (I) ; (2) an isolated CRP or functional or homologous 
variants comprising: (a) the amino acid sequence (I); or (b) the amino 
acid sequence (I) from position 1-35, 11-25, 7-23, or 22-37; or (c) the 
amino acid sequence (I) from position 1-35 where lysine is replaced with 
alanine at position 19; (3) a purified antibody that specifically binds to 
a polypeptide as in (1); (4) an isolated nucleic acid segment (II) that 
encodes a CRP which specifically binds with antibodies raised against a 
. polypeptide having at least the partial amino acid sequence (I) ; (5) an 
isolated nucleic acid (III) segment that encodes a polypeptide comprising 
the amino acid sequence (I) ; (6) a recombinant vector comprising (II) or 
(III); and (7) a recombinant host cell comprising a recombinant vector as 
in (6) . 

USE - The CRP polypeptides mediate negative feedback regulation of 
pancreatic enzyme secretion as well as cholecystokinin (CCK) release. 
They can be used for the treatment of conditions related to lack of or 
insufficient regulation of CCK release. They can be used to suppress 
appetite, for stimulating gallbladder contraction or treating gallbladder 
disease related to gallstone formation, for inhibiting gastric emptying or 
for stimulating insulin secretion (claimed) . The peptides and antibodies 
can also be used for detection, purification, inhibition studies and 
immunolocalisation studies (kits provided) . 

ADVANTAGE - The CRP polypeptides can be administered orally to mimic 



the CCK release that food (particularly fat and protein) causes, but 
lacking the calories. 
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ANSWER 6 OF 9 BIOSIS COPYRIGHT (c) 2005 The Thomson Corporation on STN 
Inhibitory effect of somatostatin on cholecystokinin 
release is independent of luminal 

cholecystokinin-releasing factor content in conscious rats. 
Introduction: Exclusion of bile-pancreatic juice from the intestine 
increases pancreatic secretion via cholecystokinin (CCK) release in 
conscious rats. Luminal CCK- releasing factor (LCRF) , purified from rat 
intestinal secretions, is an intraluminal regulator of CCK secretion 
during bile-pancreatic juice diversion. Aims: Because somatostatin is a 
potent inhibitor. of CCK release and pancreatic secretion, the inhibitory 
effect of somatostatin on LCRF was examined. Methodology: Rats were 
prepared with bile and pancreatic cannulae and two duodenal cannulae and 
with an external jugular vein cannula. The experiments were conducted 
without anesthesia. After 1.5-hour basal collection of pancreatic juice 
with bile-pancreatic juice return, bile-pancreatic juice was diverted for 
2 hours, during which time somatostatin (2, 10 nmol/kg/h) was infused 
intravenously. The rats were killed before and 1 and 2 hours after 
bile-pancreatic juice diversion. To examine the effect of luminal 
somatostatin, 50 or 200 nmol/kg/h of somatostatin was infused into the 
duodenum. The plasma CCK and luminal content of LCRF were measured by 
specific radioimmunoassays. Results: Bile-pancreatic juice diversion 
significantly increased pancreatic secretion, plasma CCK, and LCRF levels. 
Intravenous infusion of somatostatin inhibited CCK release and pancreatic 
secretion, but not LCRF content. Luminal administration of somatostatin 
did not show any effect. Conclusion: Inhibitory effect of circulating 
somatostatin on CCK release and pancreatic secretion is independent of 
LCRF content . 
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stimulates CCK release from intestinal endocrine cells through a calcium 

influx pathway. 
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Atropine-resistant secretion of a putative luminal CCK-releasing peptide 
in conscious rats. 

The changes in levels of the newly discovered luminal CCK-releasing factor 
(LCRF) in the small intestinal lumen before and after bile-pancreatic 
juice diversion in conscious rats were examined by a specific RIA. 
Moreover, we also examined whether LCRF secretion was under cholinergic 
control. Ant i- LCRF antiserum was raised in rabbits, and a sensitive RIA 
was established. The localization of LCRF was examined by 
immunohistochemistry. The luminal content of LCRF was significantly 
increased by bile-pancreatic juice diversion, during which luminal trypsin 
activity was eliminated. The increase in luminal LCRF content was not 
inhibited by intravenous infusion of atropine. The changes in plasma 
levels of CCK and pancreatic secretion were similar to those in luminal 
LCRF contents. LCRF immunostaining was observed in villus tip enterocytes 
of the small intestine and was most prominent in the duodenal portion. 
These results support our original hypothesis that LCRF may be released 
spontaneously into the small intestinal lumen from the villus tip 
enterocytes and its intraluminal degradation by proteases regulates CCK 
release. Furthermore, LCRF release was not subject to cholinergic 
regulation. 
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TI Luminal feedback regulation, monitor peptide, CCK-releasing peptide, and 
CCK receptors. 

AB We summarize the discovery of luminal feedback regulation of pancreatic 
secretion in rats and its history. In rats, removal of proteolytic 
activity from the intestine produced a significant increase in pancreatic 
protein (enzyme) output. This increase was confirmed to be mediated by 
circulating cholecystokinin (CCK) . Subsequently, two CCK-releasing 
peptides, monitor peptide and luminal CCK-releasing factor (LCRF) , were 
purified from the rat pancreatic juice and small intestine, respectively, 
to elicit CCK release in luminal feedback regulation. Furthermore, we 
emphasize the important physiologic roles of CCK and CCK receptors by the 
discovery of disrupted CCK-A- receptor gene in rats. These findings should 
help to determine the regulation of pancreatic secretion and CCK functions 
in humans . 
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